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COMMENTS/SPECIAL INSTRUCTIONS:

Reference is made to the approved NDA 20-655, Alora® (Estradiol Transdermal System). Reference is also made to the

Clinical Pharmacology & Biopharmaceutics Review by Dr. Michael J. Fossler dated 23/0CT/98 (NDA 20-655/S-003,
submission date 27/AUG/98).

In Dr. Fossler’s review, Study “Comparison of the Wear Properties of Placebo TheraDerm Matrix Transdermal Delivery
Systems (MTDS 18 cm?) Manufactured with Different Levels of Adhesive” was evaluated to determine wear properties of
estradiol transdermal system. The study was a single-blind, multi-center, multi-application comparison of test placebo systems
(contains a cross-linker, acetyl acetonate, 0.10% w/w) with control product (aluminum acetyl acetonate, 0.39% w/w). Adhesion
potentials of placebo transdermal systems that correspond to the 18 cm’ sizes of Alora 0.05 mg/day were conducted in 408
healthy postmenopausal women. Each woman applied transdermal systems twice weekly on the lower quadrant of the abdomen
for 4 weeks. The wear performance of the system was evaluated after 3.5 days and was repeated a total of 8 times. The primary
variable was adhesion rate using the following scale:

0 = greater than 75 % of the system adhered to skin.
1 =~ 75 % of the system adhered to skin.

2 = system is detached.




For statistical analysis, these scale scores were converted to a dichotomous variable where 0 = completely detached and 1 =
partially or completely adhered. A total of 968 adhesion observations were conducted using acetyl acetonate 0.10 %.

Transdermal systems had an approximate partial or complete adhesion rate of 97 %. The total detachment rate was
approximately 3 %.

Labeling Recommendation:

Adhesion
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applied twice weekly for four weeks on the lower quadrant of the abdomen. It should be noted that lower abdomen, the upper
quadrant of the buttocks or outer aspect of the hip are the approved sites of applications for Alora. Subjects were instructed not
to do strenuous activities, take baths, use hot tubs or swim.’ . .
a The total detachment rate was approximately 3 %. ' Adhesion potentials =wmm—y 9 cm’, 27 cm’ and
36 cm’ sizes - essssssssmmn, have not been studied.”
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